
Adjuvant Therapy in Breast Cancer:
State of the Art

Helen K. Chew, MD

Professor of Medicine

Hematology/Oncology



Objectives

• Hormone receptor positive

• Triple negative

• HER2 positive



Cyclin 4/6 kinase inhibitors in MBC
Study PALOMA 2

(palbociclib)
MONALEESA 2
(ribociclib)

MONALEESA 7
(ribociclib)

MONARCH 3
(abemaciclib)

Population postmenopausal postmenopausal Pre/perimenopausal postmenopausal

N 666 668 672 493

Prior chemotherapy 
for ABC?

No No < 1 No

Median PFS (mos) 24.8 v 14.5 25.3 vs 16 23.8 vs 13 28.2 v 14.7

OS Not reported Not reported Not reached v 40.9 mos Not reported

References Finn, et al, NEJM 
2016

Hortabagyi, et al, 
NEJM 2016; Ann 
Onc 2018

Tripathy, et al, Lancet 
Onc 2018

Sledge, et al JCO 
2017; Johnson et al, 
npjBreast Can 2019



monarchE

• HR+, HER2-

• > 4 positive LN or

• 1-3 positive LN and 
– T >5 cm

– Grade 3

– Central Ki-67 >20%

5637 
subjects

Endocrine therapy

Endocrine therapy +
Abemaciclib x 2 years

R

Johnson, et al, JCO 2020



FIG 2. Invasive disease-free survival (IDFS). (A) Kaplan-Meier curves of IDFS and IDFS zoomed in to better visualize separation of the curves in the intent-to-treat population. (B) IDFS of 
patient subgroups. Hazard ratios (HRs) are stratified in overall population and unstratified in subgroups for abemaciclib plus endocrine therapy (ET) versus ET alone. HR estimates for 
IDFS are indicated by diamonds, and 95% CIs are indicated by the crossing horizontal lines. (a) Curves should not be interpreted beyond 24 months because of the limited follow-up. (b) If 
a subgroup consists of < 5% of randomly assigned patients, analysis within that subgroup was omitted. (c) The width of CIs in subgroups has not been adjusted for multiplicity; thus, the 
subgroup results are exploratory in nature. ECOG PS, Eastern Cooperative Oncology Group performance status.

Published in: Stephen R. D. Johnston; Nadia Harbeck; Roberto Hegg; Masakazu Toi; Miguel Martin; Zhi Min Shao; Qing Yuan Zhang; Jorge Luis Martinez Rodriguez; Mario Campone; 
Erika Hamilton; Joohyuk Sohn; Valentina Guarneri; Morihito Okada; Frances Boyle; Patrick Neven; Javier Cortés; Jens Huober; Andrew Wardley; Sara M. Tolaney; Irfan Cicin; Ian C. 
Smith; Martin Frenzel; Desirée Headley; Ran Wei; Belen San Antonio; Maarten Hulstijn; Joanne Cox; Joyce O’Shaughnessy; Priya Rastogi; Journal of Clinical Oncology Ahead of Print
DOI: 10.1200/JCO.20.02514
Copyright © 2020 American Society of Clinical Oncology



FIG 3. Distant relapse–free survival (DRFS). (A) Kaplan-Meier curves of DRFS and DRFS zoomed in to better visualize separation of the curves in the intent-to-treat population. (B) DRFS 
of patient subgroups. Hazard ratios (HRs) are stratified in overall population and unstratified in subgroups for abemaciclib plus endocrine therapy (ET) versus ET alone. HR estimates for 
DRFS are indicated by diamonds, and 95% CIs are indicated by the crossing horizontal lines. (a) Curves should not be interpreted beyond 24 months because of the limited follow-up. (b) 
If a subgroup consists of < 5% of randomly assigned patients, analysis within that subgroup was omitted. (c) The width of CIs in subgroups has not been adjusted for multiplicity; thus, the 
subgroup results are exploratory in nature. ECOG PS, Eastern Cooperative Oncology Group performance status.
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TABLE 2. Recurrence Events
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TABLE 3. Safety Table
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How does this change clinical practice?

• Very early follow up (med 15.5 months)

• Abemaciclib is not FDA approved in the adjuvant setting

• PALLAS trial found no difference in iDFS

• Neoadjuvant PALLET trial found no difference in 
response rate after 14 weeks of therapy



KEYNOTE-522
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KEYNOTE-522

• HR-, HER2-

• T1c and N1-2 or

• T2-4 and N0-2

1174 
subjects

Weekly paclitaxel x 12
Carboplatin (weekly or q 3 weeks)
Pembrolizumab q 3 weeks x 4

Doxorubicin/cyclophosphamide q 3 weeks x 4
Pembrolizumab q 3 weeks x 4

R

Schmid, et al, NEJM, 2020

2:1

Weekly paclitaxel x 12
Carboplatin (weekly or q 3 weeks)
Placebo q 3 weeks x 4

Doxorubicin/cyclophosphamide q 3 weeks x 4
Placebo q 3 weeks x 4

1º endpoints:  pCR, EFS



Characteristics of the Patients at Baseline.
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Pathological Complete Response, According to Pathological Stage.
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Subgroup Analysis of Difference in Percentages of Patients with a Pathological Complete 
Response (Stage ypT0/Tis ypN0).
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Kaplan–Meier Estimates of Event-free Survival, According to Trial Group in the Intention-to-Treat 
Population.
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Adverse Events during the Neoadjuvant Phase at the Second Interim Analysis.
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How does this change clinical practice?

• While pCR improved, too early for EFS

• Muddies the picture regarding carboplatin and DFS

• Pembrolizumab is under review, but not yet FDA-
approved in this setting



KATHERINE



Demographic and Clinical Characteristics of the Patients at Baseline.
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Kaplan–Meier Estimates of Survival in the Interim Analysis.
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Subgroup Analysis of Invasive Disease–free Survival.
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Summary of Adverse Events in the Safety Population.
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How does this change clinical practice?

• Post-operative trastuzumab emtansine should be offered 
for residual disease

• Unclear role for adjuvant neratinib 



Questions?


